I n f a m i l y B , 415 a f f e c t e d members had h a p l o t y p e A29,B7.
I n f a m i l y C , 112 a f f e c t e d members had h a p l o t y p e Al,B8. With one e x c e p t i o n , f a m i l y members who l a c k t h e s e p a r t i c u l a r h a p l o t y p e s do n o t develop MODY. T h i s i n d i c a t e s a p o s s i b l e l i n k a g e between t h e genes i n t h e HLA r e g i o n and t h e g e n e ( s ) coding f o r s u s c e p t i b i l i t y t o MODY. S e v e r a l a f f e c t e d members i n family A have been followed w i t h s e r i a l o r a l g l u c o s e t o l e r a n c e t e s t s (OGTT). S u r i n g c h i l d h o o d , t h e f a s t i n g plasma g l u c o s e i s h i g h and t h e g l u c o s e peak d u r i n g t h e OGTT i s e l e v a t e d and d e l a y e d . Simultaneous plasma i n s u l i n l e v e l s a r e q u a n t i t a t i v e l y normal, but i n a p p r o p r i a t e l y low i n r e l a t i o n t o t h e e l e v a t e d plasma g l u c o s e . During a d o l e s c e n c e , d e t e r i o r a t i o n i n t h e OGTT o f t e n o c c u r s ; a f f e c t e d i n d i v i d u a l s f a i l t o produce t h e physiol o g i c i n c r e a s e i n i n s u l i n o u t p u t expected a t t h i s a g e . Treatment with t o l b u t a m i d e d i s p l a c e s t h e OGTT c u r v e downwards, b u t does n o t a l t e r i t s s h a p e . These i n d i v i d u a l s may a t t i m e s be p l a c e d on i n s u l i n . Since t h e mode of i n h e r i t a n c e and t h e p r o g n o s i s appear t o be e n t i r e l y d i f f e r e n t from t h a t of i n s u l i n dependent j u v e n i l e o n s e t d i a b e t e s (JOD), i t i s i m p o r t a n t t o d i s t i n g u i s h c h i l d r e n w i t h MODY from t h o s e w i t h c l a s s i c a l JOD when p l a n n i n g s t u d i e s of e t i o l o g y o r of a s s e s s m e n t s of t h e r a p y .
, ENE FREQUENCIES FORTAY-SACHS (TSD) ANDSANDHOEF'S DIS-Y E (SD) I N JEWISH AND NONJEWISH POPULATIONS.
l c h a e l Kaback, P h y l l i s H i r s c h , C h i t r a R o y . Susan k r e e n w a l d , & M i c h a e l K i r k . UCLA-Harbor General H o s p i t a l , Torrance,Ca.
S i n c e 1 9 7 4 , 4 0 , 0 1 2 i n d i v l d u a l s h a v e v o l u n t e e r e d f o r TSDheterozyg o t e s c r e e n i n q i n c a . . Of t h e s e , 6,795 a r e "nonJewish". W i t h a n a u t omated serumhexosaminidase (HEX) a s s a y , a t r i -v a r i a b l e a n a l y s i s i s p o s s i b l e : T o t a l H E X a c t i v i t y (TA); BHEXA ( 5 6 0 ) ; andnanomolesHEXA (nM):TAx%A. G e n o t y p e a s s l q n m e n t i s b a s e d o n : 
These d a t a p r o v i d e t h e f i r s t d i r e c t approximations o f t h e gene
f r eq u e n c i e s f o r T S~a n d S D i n t h e J e w i s h a n d n o n J e w i s h p o p u l a t i o n s . Bec a u s e o f p o s s i b l e n o n r a n d o m n e s s i n t h e sample a n d a n c e s t r a l u n c e r t a i nt i e s , t h e s e f i g u r e s s h o u l d b e v i e w e d a s r e a s o n a b l e e s t i m a t e s o n l y . S i m i l a r a n a l y s e s w i t h s e r a fromobligateheterozyqotes f o r I -C e l l Disease a n d M u c o l i p i d o s i s I I I m a y a l l o w c a r r i e r f r e q u e n c y e s t i m a t e s f o r t h e s e r e c e s s i v e a l l e l e s i n t h e s e p o p u l a t i o n s a s w e l l . In v i t r o assays have denonstrated the presence of a "factor" in the serum of patients with c y s t i c f i b r o s i s (CF) which alters m c u s prcduction and c i l i a r y acticm. A more quantitative assay systan is needed. Muccciliated "urn c e l l s " , which a r e found i n the c o e l d c f l u i d of t k e marine invertebrate Sipunculus are being used t o appraach t h i s problan. These c e l l s a r e easily cultured in t h e i r om serum and respond to specific stimuli by secreting mucus t a i l s which vary i n r a t e s of response, in quality, and in mean ,length, depending on the source of the stimulus. This dose-related response can be d i r e c t l y observed i n a l i g h t microscope, and the length of t h e mucus tail can be W. H e a t e d h m serum is a kncwn stinnilus of mcus p h c t i o n . Thus, hsera fran control subjects and patients with CF were tested. . P r e l ' ' r e s u l t s shod that 18 control sera yielded a man (+ =s tail length of 1.5 (+ 0.21) ; sera f r m 12 CF hanszygotes yielded a man mucus taii length of 6.6 (+ 1.3), p < .005. A m s i s t e n t response was noted when a gzven serum w a s retested in the sane urn c e l l suspension, a s well as when a g i v e n sennn was tested i n d i f f e r e n t urn c e l l suspensions over a t* interval of 3 months. Such a p o p l a t i o n of discrete mucus-producing c e l l s m y provide a useful i n v i t r o the e f f e c t s of the pufdtive CF factors cm
